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PURPOSE:To obtain the subject fine particles which can control the initial burst, keep gradual release 
for a long time, to increase the intake of medicine, by allowing a polylactic acid polymer to including a 
water-soluble physiologically active substance stable without deterioration of the activity. 
CONSTITUTION: A water-soluble, physiologically active substance and polylactic acid are dissolved in a 
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x K y v . ttttra^9*7-fK. y > tt t K n 

ar-rv, ttttfa7xJ/ry-n/. tttttfa^ 
yy*5>. 9 a * v x * > . tttt-fV7*o^i/y 
tttt7*Dh*a-;u. tttt-V-zUT'^*-;!/ 
ttttx/ury y y^if^*»f«3ivi. 

tt7^*|fcUTtt. « 8 7 x * * j; > . ^a^ 

7*7?>. * v 7 y v . >r s t" ^ * > . t ^ r 
ft « . 

ttrA/A*>0/W^UTtt, x h -V 9 U 5 K . 7 * 

^•y^sK^-hy^A, o*i;7*jif*s/ 

IK»a)»t UTtt. ^ > > ^ A/ * > tt 7* 'J 'y ^ 
- A/ , A <fc > 9 a - *7 A . tt <k V tii 9 -j y > <c 
if ^ ft i . 

«5i«aj«fcLTtt. Ilk^f i^y, * b 9 a 
7*a5K££f*tfta. 

ttru;i/¥-/W4:LTtt. 7v;i/tt^rH^7x 
>. tttti^7x>tK75>. vu^vtt^a/u 
7i75>. tt tt > h ^* ^ >' > . tt tt h y * U 7- 
tt tt ^ u = -y - ;i/ . «tt^7xx/ptr^y 



buzsM7=}s\*y, *-r*j*u&mm*m 
■r b y a . K7*#^a». i-7'5y^7-n 
>tt. rKi/y^QA^yrsy^Txi/i/xai 
xn/mvtttt. to ju 7 9 d a a yi/ * > m t J* ij 

+J U U £ it *> b . 

«*«ftt/WfcUTtt. fflCttt/^<a;i/77>, 
tt tt V V , tttt7-a^7^va^Tft5. 

trvM«/Wi:tTtt. < y = T K . xfi>^h 

- ;i/ . 9 7 5 / If ij f ^ « t h >j •) A 4 if ^ * 
& . 

vjUk Lttt. ^♦^jc^-yvtttt^-h 

y *7 A . y > tt 7- h y ^ A 7* U K - J u is . 3 /\ 
^tt7*UK-ya>, )i f 7 i/ - ^ , *< # * 9 7 
V « > I t N H A . 'J > * a * t ^ h a - ;i/ , 

^««»«iWtt, rff»ja««o*^rff'j7-7h 

y y ^ A , ft&t>tt. 3 rff U 7 - 7 h IJ v ^ X 

^«»»«R. «^ttHJB#«/H, ft*, 
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»«t tttt. yi/ t* * > t y a r 7 u - h, v 
* u - h . i/S/?»:/ft«tft*. c*v 6 ft * « a <fc 

U 0 . 1 - 5 Sft*. #*U<i*l~3ftjt63 
T * . a fl: ft ft I* . :/cj'<9?B«l*tt. n □ 

^ k 5 **s/*<rir-tt. la « & js ** & . 

v-r * a f * *-*<o£*p<&#»«*a<ftfli 

ffltfttJS«Z£//tftt<. i ft tt 1 0 n«~ ft 100 
- * ft L X n * . 

* < Lrffl^ttmiMtfcW^j; h o / o 

'J 4 « ft tt ^ R ^ fl rff 'J Jl « * * * « 4 i« t 6 

/>< . zntftftft***ftft*fciift*iifricj: 
y *> « u * a . »/h^»iw^^«afi?-r*«»i« 
Ml i « f: ^ 7 t K>«»^**>3*co*i«»ftKT 



»Tta*8*ft. -<0»«ftWa5»ttft*LT 
A > 8 0 ft 2wt%**i0fc 1 0 O « I CO ft 3* K 
7o*9»KJ*aic*aa!»T-CMTU. 4 0- 

ft m « $ * It ft . !0 4>5>IAlC J: U^ititf . n 
-A*^>icT«ij»t6: ti:J: ij f 4 s ft 2 0 

J* ft ft » U . in vltroff M 1 i: t . 

in vitrofgfliXHIt, tfr£acD«/J*ftftPH7.4 

co»J >fttO»Wtt^T37r;co»i: } » ft fi « k 
T ft . £ftftftfcft*ft£ic«fcyfffti,fe. 
JtttM 1 . 

«flv^»^«w 3.600CO2JCU-L - attic 

K rv-r f > JS* ■* 5 0niaiAiU7^^f 9 * 
^^-5-lcr«»T-p»»a^5lt/5:. i <0 ft 
«t3(»«ltHi;^i6T7Ky77YJ/>^ff 
JftyattflMtfiftfeftftLfe. in vitro»aSIJ#fc 

-a 1 ^ m r . 



?*B3¥1-216918 (6) 

* « q*J K * ytt4*tft*»tt£ftftttftjr*ff 

# y Mn*.fi^» tta»«. « a a ^ /w . » & « 
t aw © ft » 3 

rfyaillftft/hfti*. 4t*tt8»fr»«iir>j9L 

fc-rftStcJft — ft*«it*cc:icj('j. «H '< - 

* hftfcftTaiifcfcK iiara^-hcofiiWWic^ 

fcfiftftttfcf*^-ee*co*-c*:<. ft * * ^ 

ftftftaft»Jj&*4ifcg 0%JGl_hKfS|J;2ii:*- 
3fc ft ft 1 . 

ffl-a ¥ # * jttt # 3.600COdfU-L-attle 
K'J77YJ/V«*5 0 »g ft lalftftftjJCKftft 



31 ft * 2 . 

©Jt^^^Tf-M*?! 7. 500<0 JftV-L-attfcJB 

ft tt a x tt m 1 *£<ra&ftf*T-c7 k y 7^ 

-f f > * *T * U a tt ft * ft % ft ft U . I 11 vitro 
SAM 3 . 

li^^^fltt 7.0006OL-att-y';n- 
tt # IB £ {* < ft ft 7 : 3) * ffl i* & ft 

tt3J««ltl<St*^TT?7K';770> 

ft t a 1 m r . 
ft ft 01. 4 . 

mm¥X4to-TMto 3.6 00CO^'J-L-a«lc 
ft 9 «ico 7 * h - S y ;u k ft ft S tt.ft ft ft . ft 

4i ft ft "0 * S h 7 2/ > 2 O 0 a * ft 1 ■ 1 CO 55 

a*tC»ft£*fcft«ftVif**y*,**-^_ 

tiittltTTiS^Jtffc. - <0®«fc9*ftftl 
£ m C U it: V b 7 7 v < i/ V # y a tt ft * 

ft ft ft U . in vitroi8llltt»M2l;mT. in 

vitro»aj*tt»*£ftei 1 fcP9«raBffift«<7)jfii 
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Jfc « M 2 . 

a*^^^^**^ 3.6oo<o^';-L-Aftfci« 
ft 1 o»i«)iaftJifi/>t:»«s*fefl» , i , tK 
75v-ri/>2oo««fr*inu. # * * v o * 

ft 31 « « 1 fcWlS^ifiTh77V-r^>^^^'J 

a at « * s* & a l & . in vitroiaaitt* s a 2 

i" • 

35 /ft M 5 . 

Ift¥^^?tft 3,600O>K 'i - L - JL* 1 g 

A * ^ ^ > 2 »i ft 2«l<Z)»«*lC»j**-ti:fc»tt 

?^>*^rfU&M»/hl*ftfti«Lfc. ft * 
Afl5ittOSl»Jii*$ttlitfl 0 0 % T A o £ . 
in vitroffi ^M^^^l^^t. In v i t f o » # 3fc 



Jt « « 3 . 

2/ A ^ ? * > 2 mi Sr 2 0%1?7f>*»«2M 
MflD 2 0 *k>i-?-UV»« 1.0 mlUftlA. 

> ft a » u a , fcttra^£tc«fc*ji*7*v#j 

ft y ;u ft S . c n ft , M i: jk ft l t is v> 
ioo » t o i %rffu tr-;u7^/3 - iu * ft tt * »c 

xv/l/i/»i/ft««Lfc». *tt<tJ*^U>S:i»« 

<*>>KU*l«ltv-<*p;a:/*7i/ftft«ufc. co* 

ii^*ttl^29%T*ot. In vitro* ft M % fr 

* 2 m r . 
SAM 6 . 

II i ¥ 16) » '? t W 12.0 00 O L - A tt - y i 3 

- A> tt * ffl * <* (ttmdttttrtJtSO : 20) 2 

« **fttt2 0»MC & flt * jg jft 



P-Cl-Phe'-' . D-Trp* . D-Ar 
8 * . D — A 1 a 1 • 3 - LH-RH) 2 0 0 » i fir 
2«l<0&©3kK»»*-ttfc»ttfc ft $r * * 5/ * 

A*-^-cj:*«f*-FT?i&ds-tt;fc. w e> a a- 

t U T U i/ > ft 1 t & 2 0 OilOi? 

««2*i:fci:J;»J¥^8J8 0.5 — 5 ^ m co L 
HRH*W*U*Lat*1t*tfftttHUfc. 

d«i/h«(«ll(i?iC^IK2it(|:fi« 350 
8 ©*vyh<OATVC^« ( L H R H t!) ^ 1 fcb 
T I 2 ■«/ k* ) L. LHRHlO£»CAirtl»j|l 

» S <0 * ) ftfiJWm)Vc^f-^T«&L*:i:C* 

x A M 7 . 



16.000 » * y - D , L - & « 

2t i*»M2 0»«k:»»sitfc»ttt. r * <o 

* > J> a » J > ( s i s • » B fl( 3* ) I 0 0 a g ft 0.1N 
HC1 2mllzmM2*t1tmm£*^#**-y9* 

* * ft » » L . in vitro«ftSti|(OM%fta3 
Jt tt M 4 . 

fltV^^^ I 16.000 0 * ij - D . L - *L «t 
2 g ft9DD*^At»l»«*fej8«^i:Oi/ 
a <J > 1 0 0 ail SiHB I . 7if*fy7A*-7 

-t:T«»TT^» 8.6 SUfc - c <o » * ft 31 « 
09 .7 fc(SJ C *fi T ^ V t/ a U 9L fit * » 

* « ft f* « L . in vlUoj8aj«H©«*Sjft3 
K m "T . 

X » 8 . 

J8il¥«^f i« 7.600fl>9Lflft-*'U3-,/i/flt 
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# IB £ (* (nS^frfflfiftttBO : 20) 2 c 

J» is h - U 10,000 4^2: i 9 8 «»K 2 0 ilC 

ft . ^ifc*l6fcR«<&;aifi-o*/i/s/h->**r 
'J 9L ft ft ft * Sit & 91 fi L . i/ h - > tt tt 

£-Oi*'J9Lft&ft/htt'v0>*A'i/ h->»3l»;ii 
A * tt W 9 5 % t * o t . In vitro|8(ii«ft&« 
3 tCait . in v 1 t » il ^ » «l 1 2: 19} ft T . ® 

ajiiw^tttHPLcc r.tf o . 

Jt ft M 5 . 

a ^ v h - v io.ooo *{ft**fc««3*:ra«<o 
^fi&c j: « w/o/wax?**;i V % « fi u , 

y tr ^ 8 U . ^<B»^0>jtf';*LftvY0n 

% r a o . u viifoaaj«»ia3 cwt. 

3? ft 01 9 . 

!fi ft ¥ *!M> 7- ft 5.3 00<BfLtt-y»Ja-yi,ft 



» D3¥l-216918 (8) 

# IB ^> (* (#lB£(*tt/&Jfc7 5: 25) 1 i * v 

x i o* i*ffi*9 2 % At ft i omnzmmz-ettm 
m&nmmrtmt ur u v f > 1 • t % * *i v «& 

1 O 0ol<f)lC8ITU£&. microf lufdics 

10H) l: t Jl ft J * fe « . ft^ttttttlC^UV 
& & 1 0 0 n«~ 5 0 0 n«tt > * - 7x O > 

T o . 
35 Mr ft 1 0 . 

BALB/CV^Al|fi-^^U2X10 B fl 0) 
BALB/C^*.*ia#<BMe t h - A ft ft ft Jtt 

6 2 Q £ 6 IC . 2Sftft9-C^«Ufcv*X-f>5r 

Pi *C ft ^ L . £ttiOa«0>V*Aff»rt<BM 
o t h -A0>*ftftfcJ;i/v*AtBg$rS&*fcft 
StLfc. f9&n&ftftftft4 ic r . 



*t ft m 6 . 

•70A-f>5-^ia>alxiO* m tfc ft Jfc 

ft ft 3 tR^iC J: U w/o/wfixTJVVa 

> ft ft « L . ^>^-7*n>aa*F-tf5^>«) 

^uattv-r^D^y-fe^i/ft^RLfc. r <o « 

ii**tt«4 7 %T A-3 fc. tnvlvo^ftftXft 

.(HI 0 tHUlctr^, f(0»«(S4Cntt. 
£ ft ft l 1 . 

aft¥*&#^ft|fr 3.600<Orffy-L-*Lft 500 
mgtthtfftKH^ (TNF) 7. 8X10' fll 

<fc * s: s a % m ft i omitzmm^ititrnmicmm 

ft 9 fcEftftftifclc.* U TN F^Wrtfy *L ft ft /J* 
S* ft ft B U . in vltro0«»5|H & 1 t 

neatticTrrtijefttvftiiKflEtfticTff-sfcfc 

C * . »tt#30Hlfflfc«Lfc. 
35 Oft ft 1 2 . 

iSfif^^^fili 3.6OO0>jtf»J-L-«,ft 500 
mt^v^-a^^vD (IL-fl) 1 x l 0 • 
*{fci:ft8a%ftftl O-lKftftattfcftftft^ 



m 'J 9L ft ft /J% t* ft ft ft L . 

*9*nfcft/J*«*ft^r-*,*<0A*Kft#.ui L — 
DOA^ftfiftIL-0«^tt<7) coil llneT & 
aCTLL-2fcfflnTW£Lfc*i*. 9 6 K* 
Bctfci t 1 x 10' 4(&/aia Ji^iSift 

ft * s n . 

3? m m i 3 . 

fift¥fcJ*>^ftW 3,600©rtfiJ-L-*lft 500 

■ it 7 v h (DJSU liifiH^ (EOF) 0. 5 ■ « 

ft 9 0 % ft ft 2 0»ltlttft**&fettft$ftft6 

*: n a ft * a k * ukg Ffr*,-K»;ftftft/h«rft 
n 8 b fc . 

t3*nfc«*ftfc3t»ftft*«kJS<05>y sta 
A»l»«)EaF<Ditl>:^2 

B H*£**«>ii*t**3 O B (ID ft O . 

* ft m 1 4 . 

ID ft *F JS » ft ft 3 . 6 0 0 D ?K U — L — 9Lft 500 
r.ffc^a*^-^6 0#ilitt*ft*»ft*c»AfS 
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- ^ t w rff 'j a » » 'i» « » a • In vnroo 

jSttfcffl^if-t-*» 4 a®i:ftfeot 1.000 
m {ft # J: <Z> n * t - « ft . 

* n m 1 5 . 

ffl ft ¥ £j *> * ft *ll 5 . 600 (7) rfC 'J - L - a fit 500 
■ 1^ i/ 6) ^ O 5 0 > 1 0 OaiiikWflltSW 

a*fc»«ft**«B II *n 9 

ffi /]s $ ( v v h«>&TKa«Lifc»*G>^o9* 

»60BIB»:tfc-9t**K«^n9^f>tf<l 
iii 3 *v . 
35 UK m 1 6 . 

fitt^^a^*** 4, 700(0 rff 'J - L - ft « 1 I 
( « HI ^ * # f > ) I 0 0 k fc 

.IK**** re: fcp*«*#fcK* 
u ^ v << u zs & m * y a ia it * ** & » * ^ • 



?5Bfl¥l-21B918 (9) 

C T Ik 0 1 



311 



53 





TK'JTWS'VmaSftJW (%) 




(B) 


KKM1 


£86*12 


mm* 






i 


24. 5 


9. 3 


12. 2 


33. 6 




3 


28. 1 


11.7 


24. 3 


9 1.3 




4 


37. 3 


20. 2 


31. 6 


100. 0 




14 


56. 6 


29. 3 


4 2.3 


\ / 




2 1 


1 78. 2 


4 1.5 


55. 1 


\ 


/ 




28 


89. 4 


53. 8 


67. 3 






42 


100. 0 


69. 1 


8 1.7 






56 




84. 6 


100. 0 


/ 


\ 




68 


X 


100. 0 




\ 








*2 


















ift** <%) 


(B) 




*t*H*2 




tf*»|3 


1 


29. 5 


93. 5 


2 1. 


7 


35. 


4 


3 


42. 1 


100. 0 


3 5. 


4 


86. 


5 


7 


65. 7 


v / 


53. 


2 


1 00. 


0 


1 4 


83. 5 




7 1. 


7 




/ 


28 


9 1.4 


/\ 


95. 


3 


X 


4 2 


100. 0 


/ \ 


100. 


0 


/ 

y 





(B) 




*/t/t: hz:>«aift*a (%) 


32fc«7 








1 


21. 2 


71. 3 


1 3. 6 


5 1.3 


i 4 


46. 3 


100. 0 


23. 5 


92. 4 


8 


63. 5 




49. 7 


100. 0 


1 2 


74. 7 




66. 9 




i 16 


87. 9 




9 1.2 




20 


96. 3 




98. 5 





»4 





Met h-AffiBH 

(XlO* ) 


£#Btt 

(BV 




4 05±263 


60 




952±287 


14 



tWfctiMA *^7-*)-rn> • =l^<-* 
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